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DETAILED ACTION 

The restriction requirement mailed on 1 1/12/2004 has been withdrawn due to the 
amendment received on 3/16/2004, amending the claims to read on SEQ ID NO: 18. 
The amended claims do not require restriction. If applicant is to amend the claims to 
include specific sequences in the future, a restriction may be set forth 

Claim Rejections -35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Claim 9 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the claimed invention. 

Claim 9 broadly reads on any compound 8 to 80 nucleobases in length which 
specifically hybridizes with at least an 8-nucleobase portion of a preferred target region 
on any nucleic acid molecule encoding any PPAR-delta from any organism. The 
specification as filed does not describe a sufficient number of compounds to describe 
the structure and sequence of a sufficient number of species encompassed in the 
instantly claimed genus. The specification only teaches antisense sequences which 
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target PPAR-delta (table 1 ) that do not meet the scope of the instant claims. Although 
the specification describes antisense sequences (table 1 ) targeted to the human or 
mouse cells, there is no specific description provided of a compound to any other 
version or species of PPAR-delta which will specifically hybridize to any other PPAR- 
delta sequence, and inhibit the expression of any other PPAR-delta. The skilled artisan 
would not be able to envisage a sufficient number of antisense oligonucleotides 
targeted to other species of PPAR-delta such that the skilled artisan would recognize 
that the applicant was in possession of the claimed genus at the time of filing. 

Vas-Cath Inc. v. Mahurkar , 19 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed" (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116.) 

MPEP 2163 states in part, "An adequate written description of a chemical 
invention also requires a precise definition, such as by structure, formula, chemical 
name, or physical properties, and not merely a wish or plan for obtaining the chemical 
invention claimed. See, e.g., Univ. of Rochester v. G.D. Seahe & Co., 358 F.3d 916, 
927, 69 USPQ2d 1886, 1894-95 (Fed. Cir. 2004) 

Thus, the instantly claimed invention cannot be said to have been adequately 
described in a way that would convey with reasonable clarity to those skilled in the art 
that, as of the filling date sought, applicant was in possession of the claimed invention 
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because the specification, while providing information on antisense sequences, does 
not provide a description of other species or guidance as to what antisense sequence 
for which version of PPAR-delta will target and inhibit a sufficient number of species of 
the gene in what species to describe the full genus claimed. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

Claims 1 and 9 are rejected under 35 U.S.C. 102(b) as being anticipated by Gray 

et al. (U.S. 5,856,103). Claim 1 is drawn to an antisense oligonucleotide 8 to 80 

nucleobases in length wherein said antisense oligonucleotide specifically hybridizes to 

nucleobases 2056-2105 of a nucleic acid molecule encoding human PPAR-delta (SEQ 

ID NO:18). Instant claim 9 reads on any compound 8 to 80 nucleobases in length which 

specifically hybridizes with at least an 8-nucleobase portion of a preferred target region 

on a nucleic acid molecule encoding PPAR-delta. A preferred target region is defined in 

the specification, page 10, as being a region of the target nucleic acid that is accessible 

for hybridization, wherein the region is at least an 8-nucleobase portion of a target 

region to which an active antisense compound is targeted. As defined in the 

specification, pages 9 and 10, a sufficient degree of complementarity is the criteria for 
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specific hybridization. Gray et al. teach a 10 nucleotide antisense oligonucleotide with 
90% complementarity to nucleobases 2056-2105 of SEQ ID NO: 18 (see SEQ ID NO:3). 
Although Gray et al. do not specify that the 10 nucleotide antisense oligonucleotide be 
used to target a nucleic acid molecule encoding PPAR-delta, a different use does not 
materially change the composition. Therefore, the antisense sequence taught by Gray 
et al. meets the structural limitations of instant claims 1 and 9. 

Claim 9 is rejected under 35 U.S.C. 102(b) as being anticipated by McKay et al. 
(U.S. 6,159,734). McKay et al. teach two 20 nucleotide compounds with 100% 
complementarity to the target sequence instantly claimed (see SEQ ID NOS: 28 and 
35). Although McKay et al. do not specify that the 20 nucleotide antisense 
oligonucleotides be used to target a nucleic acid molecule encoding PPAR-delta, a 
different use does not materially change the composition. Therefore, the antisense 
sequences taught by McKay et al. meet the limitations of instant claim 9. 

Claim 9 is rejected under 35 U.S.C. 102(b) as being anticipated by Palmer et al. 
(WO 01/07066). Palmer et al. teach the use of antisense to the entire human PPAR- 
delta coding sequence, including portions of the untranslated regions, to inhibit foam 
cell formation from macrophages (see page 5, lines 17-31 ). Palmer et al. further teach 
that small size antisense compounds can be used to inhibit human PPAR-delta 
expression (see page 5, lines 19-21). Therefore, the teachings of Palmer et al. meet 
the limitations of claim 9. 

Claim 9 is rejected under 35 U.S.C. 102(b) as being anticipated by Grimm et al. 
(U.S. 5,837,542). Grimm et al. teach a ribozyme comprising 15 nucleotide hybridizing 
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arms which are 100% complementary to SEQ ID NO:18, nucleobases 2056-2105 (See 
SEQ ID NO:553). As defined in the specification, antisense compounds include 
ribozymes (see page 14, lines 18-22). Although Grimm et al. do not specify that the 15 
nucleotide antisense oligonucleotide be used to target a nucleic acid molecule encoding 
PPAR-delta, a different use does not materially change the composition. Therefore, the 
ribozyme taught by Grimm et al. meets the structural limitations of instant claim 9. 

Claim Rejections • 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

Claims 1-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gray et al. in view of Baracchini et al. (U.S. 5,801,154), further in view of Fritz et al. 

Claims 2-8 specify that the antisense oligonucleotide of claim 1 : comprise at least 
one modified internucleoside linkage, wherein the modified internucleoside linkage is a 
phosphorothioate linkage: comprise at least one modified sugar moiety, wherein the 
sugar moiety is a 2'-0-methoxyethyl sugar moiety; comprise at least one modified 
nucleobase, wherein the modified nucleobase is a 5-methylcytosine; or wherein the 
antisense oligonucleotide is a chimeric oligonucleotide. Claim 10 is drawn to a 
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composition comprising the antisense oligonucleotide of claim 1 and a pharmaceutical^ 
acceptable carrier or diluent. Claim 1 1 specifies the composition to further comprise a 
colloidal dispersion system. 

Gray et al. teach a 10 nucleotide antisense oligonucleotide with 90% 
complementarity to nucleobases 2056-2105 of SEQ ID NO:18 (see SEQ ID NO:3) 
which meets the structural limitations of instant claims 1 and 9. Additionally, Gray et al. 
teach that modifications to the three portions of the nucleotide unit are beneficial to 
increase stability in the presence of nucleases (see columns 7 and 8). Gray et al. 
specifically discuss the value of using a phosphorothioate to inhibit nucleases. Gray et 
al. do not teach the modifications of claims 2-8 specifically to this oligonucleotide or the 
pharmaceutical compositions of claims 10 and 11. 

Baracchini et al. teach antisense oligonucleotides formulated in a pharmaceutical 
composition (column 4). Baracchini et al. teach the modification of antisense 
oligonucleotides, such as phosphorothioates, 2 , -0-methoxyethyl sugar moieties, and 5- 
methylcytosi'ne nucleobase modifications (columns 6 and 7). Additionally, Baracchini et 
al. teach the usage of chimeric oligonucleotides containing two or more chemically 
distinct regions (column 8). 

Fritz et al. teach a composition comprising an antisense oligonucleotide and a 
pharmaceutical^ acceptable carrier or diluent comprising a colloidal dispersion system. 

Gray et al. teach an antisense sequence that meets the structural limitations of 
the instantly claimed antisense oligonucleotide. Although Grimm et al. do not teach the 
modifications of claims 2-8 or the pharmaceutical carrier of claims 10 and 1 1 , it would 
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have been obvious to a person of ordinary skill in the art at the time the invention was 
made to use the sequence of Gray et al. in combination with the phosphorothioate, 2'0- 
methoxyethyl, 5-methylcytosine, or chimeric modifications taught by Baracchini et al. 
with the motivation to gain the known benefits of these modifications, which include 
enhanced cellular uptake, enhanced affinity for the nucleic acid target, and increased 
stability in the presence of nucleases (columns 6 and 8). Since Baracchini et al. 
specifically discuss the ability to deliver antisense oligonucleotides with these 
modifications and comprising a pharmaceutical^ acceptable carrier, there would have 
been a reasonable expectation of success to apply these modifications and conditions 
to the antisense oligonucleotide being instantly claimed. One of ordinary skill in the art 
at the time the invention was made would conclude that these modifications are 
applicable to the instant antisense oligonucleotide and that the modifications would 
enhance the effectiveness of the antisense oligonucleotides. Additionally, It would have 
been obvious to one of ordinary skill in the art at the time the invention was made to 
utilize a colloidal dispersion system, as taught by Fritz et al., with the motivation of 
gaining stability with low toxic side effects (see page 287, last paragraph). Therefore, 
the inventions of claims 1-1 1 would have been obvious, as a whole, at the time the 
instant invention was made. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy H. Bowman whose telephone number is 571-272- 
0755. The examiner can normally be reached on Mon-Fri 7:30 am - 4:00 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on 571-272-0760. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 




Amy H. Bowman 
Examiner ■ 
Art Unit 1635 



